Now that it is almost certain that the so-called " blood-bilirubin" that gives the positive indirect Hijmans van den Bergh's reaction in the blood-serum is the " hwmatoidin," which was long ago by Virchow and others known to be spontaneously formed from extravasated blood in cerebral and other hematomata, I propose to call the present case one of "bematoidinemia " and " haematoidinjaundice." HIamolytic (acholuric) jaundice is likewise a kind of hbsmatoidin-jaundice, but there is no proof of any excessive hmmolysis in the present case. It seems that excess of hmatoidin in the circulating blood does no harm per se. The anaemia in cases of hTmolytic jaundice is not the result of the haematoidin in the circulating blood, any more than the bad effects of chronic obstructive bilirubin-jaundice are caused by the presence in the blood of bilirubin. For older notes on the case I would refer to my account in the Proceedings, Section of Medicine, 1923, xvi, p. 81. One may, of course, subdivide jaundice into cases of (1) bilirubin-jaundice (obstructive jaundice) ; (2) hsematoidin-jaundice (as in familial splenomegalic hamolytic jaundice); (3) a mixture of both, giving a " biphasic" van den Bergh reaction (as typical in so-called catarrhal jaundice). The present case differs from other cases of hamatoidin-jaundice because the only pathological sign which it presents is excess of hsematoidin in the circulating blood (with the consequent jaundice). Doubtless, similar cases have been occasionally observed, and have been described under such headings as "simple cholmmia " or "simple cholemic jaundice." This case may possibly prove valuable in regard to theories concerning bloodbilirubin (hwnmatoidin), bilirubin, urobilin, and splenomegaly. Exceptions are said to prove the rule, but, anyhow, exceptional cases may sometimes help to prove (or even point out the existence of) physiological, pathological and scientific laws. Exceptional cases in medicine are, moreover, sometimes useful in exercising the mind of the doctor, as he lacks text-book explanations to fall back on.
Gastric Achlorhydria in a Woman who .was under Observation over 19 years ago for Grave Anamia.
By F. PARKES WEBER, M.D.
DIFFERING from the now well-known group of congenital and familial haemolytic jaundice, rarer cases are occasionally met with (much less known) of a kind of acquired heemolytic jaundice in adults characterized by slight jaundice, splenomegaly and grave ansemia (acquired splenomegalic acholuric jaundice), with a blood-picture more or less resembling that of pernicious ansemia in the stage of so-called " megaloblastic degeneration " or (better term) " megaloblastic regeneration." The question arises, should such cases be classed as acquired hemolytic jaundice, true pernicious (Addisonian) anamia, or as due to syphilis or an unknown kind of microbic infection ? It is, I believe, of importance to ascertain, as far as possible, the ultimate course of such cases. The case now shown has been followed for over nineteen years.
The patient is a married woman, now aged 59i, who was first admitted to hospital under my care in January, 1908, when she was 39 years of age. According to the history given at that time she had been healthy till three years previously, when she began to look pale. About a year later she had an attack of jaundice, with pain in the right side, and afterwards gradually grew weaker and paler, and short of breath on exertion. Menstruation became scanty, and for a time there was complete amenorrhcea. In the hospital, besides severe anaBmia and definite jaundice of slight degree, the liver and spleen were both found to be enlarged, the spleen reaching almost to the anterior superior iliac spine. Occasionally there was slight bleeding from the gums. Attacks of epistaxis were frequent, and there were numerous bright red, round, retinal haemorrhages in both eyes (Dr. C. Markus). The urine at first contained albumin (one per mille by Esbach's tube), but no tube-casts. A later note stated that it was of specific gravity about 1015, of deep orange colour, free from albumin and sugar and bilirubin, but containing excess of urobilin. The feces were never " acholic." Examination of the gastric contents (May, 1908) showed absence of free hydrochloric acid.
The blood-picture on January 30, 1908, was one of "megaloblastic regenerative reaction," as I would prefer to call it: HIemoglobin (by Haldane's method), 18 per cent; erythrocytes, only 900,000 per c.mm. of blood; white cells, 6,000; colour index, 1 0. A differential count of 500 white cells (Dr. A. E. Boycott) gave: polymorphonuclear neutrophiles, 46 per cent.; lymphocytes, 45 * 6 per cent.; transitionals, 4I 8 per cent.; large mononuclears, 2 4 per cent.; eosinophils, 0 8 per cent.; mast cells, 0 * 4 per cent. During the count of 500 white cells eight typical megaloblasts of the pernicious aneemia type (polycnromatophilic cytoplasm) were seen, together with 16 smaller nucleated red cells, not ordinary normoblasts, but resembling the megaloblasts (having polychromatophilic cytoplasm) excepting in their relatively smaller size. There were a few polychromatophilic and many punctate basophilic erythrocytes. Decided anisocytosis and poikilocytosis were noted, as in pernicious anaemia. The resistance of the patient's erythrocytes to haemolysis by graduated hypotonic sodium chloride solutions was less than that in various healthy persons used as controls, but the method of testing was not quite the same as that now employed.
Special features of the illness were: Occasional attacks of pain and tenderness in the upper part of the abdomen, sometimes associated with fever, one in August, 1908, being associated with vomiting and temporary increase in the icteric tinge; recurrent periods of moderate fever till September, 1908, after which there was hardly any. She became free from cdema and the retinal hbemorrhages cleared up. The liver diminished in size, so that it could no longer be felt. The jaundice had disappearea with the improvement of the general condition in November, 1908 . In December, 1908 (about a year after admission to hospital) the blood showed nothing abnormal beyond slight anemia. But the improvement could not with certainty be attributed to the arsenical treatment (atoxyl), as the period of the most decided improvement commenced a considerable time after the arsenical drug in question had been discontinued.
She was able to do ordinary work as a domestic servant, and on Julv 17, 1911, the erythrocytic count was 5,330,000. But about June, 1912, she suffered from interstitial keratitis of the right eye, which seems to have been regarded at an eye hospital as of syphilitic origin, and there are still posterior synechiae in the right eye from old plastic iritis. Her blood-serum in January, 1913, gave a positive, but on two other occasions about that time a negative, Wassermann reaction.
On May 8, 1923, the patient was readmitted under my -care with the history that since I last saw her (in 1913) she had remained in good health till the end of 1922, when, possibly as a result of excessive work (as a monthly nurse, &c.), she began to suffer from weakness, cardiac palpitation and giddiness on exertion; she had also noticed pallor and yellowness of her face. The menopause had occurred about 1921 (at 52 years of age). On readmission she was obviously anaemic and had a slight icteric coloration of her skin and sclerotics. The spleen could be felt moderately enlarged, and the liver (not very hard to palpation) reached down to the umbilical level. The temperature was occasionally very slightly raised. The brachial systolic blood-pressure varied between 115 and 140 mm. Hg. The blood-serum (May, 1923) gave a completely negative Wassermann reaction. The gastric contents after a test breakfast showed absence of free hydrochloric acid and pepsin (achylia gastrica). The faces were, if anything, rather deeper coloured than average feces. The urine was of reddish-orange colour, free from albumin, sugar and bilirubin, but showing excess of urobilin and urobilinogen.
Blood-count (Dr. G. Welsch, May 9, 1923): haemoglobin, 40 per cent.; erythrocytes, 1,800,000 per c.mm. of blood; white cells, 6,100; colour index, 1 1. The differential count of 300 white cells gave: Polymorphonuclear neutrophils, 74 per cent.; lymphocytes, 24 5 per cent.; no transitionals or large mononuclears; mast cells, 1 5 per cent.; no eosinophils. During the differential count three nucleated red cells were observed, two of ordinary size with polychromatophilic cytoplasm, the other being a large megaloblast with polychromatophilic cytoplasm. There was much anisocytosis and macrocytes were specially numerous and showed polychromatopbilia and decided poikilocytosis. The resistance of the erythrocytes towards graduated hypotonic sodium chloride solutions was if anything somewhat below the normal, commencing with a 0-52 per cent. solution and being complete with a 0 42 per cent. solution. Dr. J. W. McNee (June 1, 1923) found that the blood-serum gave a negative direct but a positive indirect Hijmans van den Bergh's reaction for bilirubin, equivalent to 5j van den Bergh units (or 1 in 36,364).
In the hospital the patient rapidly recovered from her relapse under treatment by rest and iron and arsenic (arsacetin). On leaving the hospital, in September, 1923, the erythrocytes had risen to 4,704,000 per c.mm. of blood, and the hEemoglobin was 62 per cent. Her blood-serum gave a completely negative direct and indirect Hijmans van den Bergh reaction for bilirubin; there was no icteric tinge in the skin or sclerotics; the urine was free from excess of urobilin and urobilinogen; there was no longer any abnormal fragility of the erythrocytes towards hypotonic sodium chloride solutions; the spleen could be felt, reaching just below the costal margin on inspiration; the liver (not hard) by percussion reached to the umbilical level in the right nipple line.
On May 17, 1927, the patient came again to the hospital, saying that since seeing me last she had enjoyed good health and had been working as a nurse (sometimes by day and sometimes by night), but that for the last two weeks she had been feeling somewhat weak and languid. The sclerotics were slightly sallow and her bloodplasma gave a negative direct and a fairly strongly positive indirect Hijmans van den Bergh reaction for bilirubin. The spleen could be felt reaching just below the costal margin. The liver could not be felt. There was very slight cxdema of the legs. The erythrocyte-count was 3,770,000 (white cells, 8,400); there was no poikilocytosis, but there was slight anisocytosis, with the erythrocytes rather large on the average. The resistance of the erythrocytes towards graduated hypotonic sodium chloride solutions was the same as in a healthy person employed simultaneously as a control.
The gastric content (as tested by the fractional method on May 19, 1927) showed achlorhydria (the total chlorides were 0 21 per cent. after 60 minutes, 0 * 248 per cent.
after 90 minutes and after 120 minutes). Iron and arsenic were prescribed for her in the out-patient department. When I saw her on September 10, 1927, she was acting as nurse to an old lady and she looked rather pale, but there was no trace of jaundice. I could not feel either the spleen or liver. The erythrocyte-count was 4,120,000 (white cells, 7,500).
The case in some respects resembles one recorded by Dr. F. J. Poynton and Dr. H. C. G. Pedler, in 1912, as a case of " anaemia of the pernicious type with acholuric jaundice " (Trans. Med. Soc. Lond., 1913, xxxvi, p. 19) , and one recorded by Dr. C. F. T. East, in 1923, as one of " acquired acholuric jaundice" (Proc. Roy. Soc. Med., Clinical Section, 1924, xvii, p. 14) , but in the discussion when I showed the present patient in 1923 (Proc. Roy. Soc. Med., Section of Medicine, 1923 William Hunter argued that she was an example of genuine Addisonian (wrongly caUed pernicious) anEemia. In a paper on the " Relationship of Some Htemolytic DisoEders to Pernicious Anumia," Drs. Panton, Maitland-Jones and Riddoch (Lancet, 1924, i, p. 529) alluded to the difficulty of distinguishing between pernicious anemia and hbemolytic jaundice in certain cases like the present one. Such cases (especially Poynton and Pedler's above-mentioned one) remind me also of the three cases of " Acute Haemolytic Anaemia probably of Infective Origin " recorded by M. Lederer (Amer. Jowrn. Med. Sci., 1925, clxx, p. Dr. CAWADIAS said that the difficulty regarding the diagnosis between pernicious anemia and acquired heemolytic jaundice could be more easily solved if the physiopathology of these conditions was borne in mind. The outstanding event in both was hiemolysis, with its double result of hEemolytic aneumia and bhemolytic jaundice. But there was a difference in the point of attack of the hBemolytic toxin on the erythrocytes. In pernicious anmemia the toxin acted on the erythrocyte formation in the bone-marrow, and owing to their defective formation the erythrocytes were hEemolysed intensely by the normal hemolytic process of the body (in the spleen principally). In hEemolytic jaundice the erythrocyte formation in the bone-marrow was normal, but the erythrocytes were attacked by the causal toxin in the circulating blood, and rendered more fragile and so hbemolysed in excess by the spleen. That was why, apart, from the difference in the clinical picture pointing to the differentiation physiopathologically of these two processes, we found in pernicious anemia evidence of abnormally formed erythrocytes (megaloblasts, giganto-erythrocytes, etc.), but no evidence of fragilization of these erythrocytes, and no diminution of resistance, as tested by the Vaquez-Ribierre and Widal methods, nor did we find numerous punctate basophile erythrocytes. The contrary occurred in helmolytic jaundice. The distinction between the two conditions was physiopathologically justified, but there were mixed cases in which the toxin acted at the same time on the bone-marrow and on the circulating erythrocytes, and it was to this group that Dr. Parkes Weber's interesting case belonged.
Thrombo-Angiitis Obliterans on the Basis of Developmental Arterial Hypoplasia.
By F. PARKES WEBER, M.D. THE patient, W. P., aged 45, a Polish Hebrew tailor in London, was admitted to hospital on September 2, 1927, on account of intermittent claudication in the right lower limb (pains in the calf muscles on walking obliging him to pause from time to time) and patchy cyanotic discoloration of the right foot, especially the great toe.
The intermittent claudication was first observed about the commencement of 1926, and about six months later he had pains in the right foot and leg even when lying in bed. Previously he had enjoyed good health. He used to smoke ten to twelve cigarettes daily, but of late he had only smoked six. He had always been very moderate in alcohol. He is married and has bad six children, five of whom are said to be living and healthy. His father is living, aged 90, and his mother died at 70 years of age.
He is of medium size and fair general development (flat-footed, like many Hebrew males). No pulsation can be felt in the dorsal artery of either foot, and the radial artery at the wrist on both sides feels very small, though the brachial
